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Series a, R= Ac; b, R = Bz 
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2* X = H.Y = Me 
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(57) Abstract: The present invention is a 
method for preparing 2-halo-6-aminopurines, 
and more specifically for preparing the 
clinical agent cladribine (2-chloro-2'-de- 
oxyadenosine, C Id Ado, 4), a drug of 
choice against hairy-cell leukemia and other 
neoplasms, firom 2-amino-6-oxopurines, 
which aie readily obtained from the naturally 
occurring compound 2'deoxyguanosine. 
According to the methods of the present 
invention, the 6-oxo group of a protected 
2*-deoxyguanosine (1) is converted to 
a 6-(substituted oxy) leaving group, or 
altematively to a 6-chloro leaving group, the 
2-amino group is replaced with a 2-chloro 
group, the 6-(substituted oxy) leaving 
group, or altematively the 6-chloro leaving 
group, is replaced with a 6-amino group 
or. altematively, a 2.6-dichloro substituted 
compound is selectively replaced group, and 
the protecting groups are removed. 
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" (a) TiPBS-Cl/EtsN/DMAP/CHiCb. (b) AgC1/BTBA-NQ2/CH2C]2/-5 to 0 *C {c) 
NH3/MeOH/CH2Cb/A. (d)POCl3mTBA<:Vi^Jsr-dimethylaniliiieyMeCN/A. 



wo 2004/028462 A2 llllilllHiiillllliliiiliillllilii 



European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, H, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO. 
SE, SI, SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM, 
GA, GN, GQ, GW, ML. MR, NE, SN. TD, TG). 

Declarations under Rule 4.17: 

— as to the identity of the inventor (Rule 4,I7(i)) for all des- 
ignations 



— of inventorship (Rule 4. 1 7(iv)) for US only 
Published: 

— without international search report and to be republished 
upon receipt of that report 

For two-letter codes and other abbreviations y refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette, 



